The effect of diabetes mellitus on hepatic drug metabolism in the rat has been known for some time (Dixon et al. 1961 ; Kato & Gillette 1965; Reinke et al. 1978; Cook & Past 1979 ; Past & Cook 1983 ) and has been shown to be sex-dependent (Dixon et al. 1961 ; Kato & Gillette 1965) . There are marked effects of the disease on 'androgendependent' enzyme activities in the male but little or no effects on other enzyme activities in the male or on any enzyme activities in the female. A num¬ ber of workers have suggested that diabetes in some way interferes with the androgenic stimula¬ tion of drug metabolism in the male and, thus, exerts its sex-dependent effect (Kato & Gillette 1965; Reinke et al. 1978) . Indeed, serum testoster¬ one levels in diabetic male rats have been shown to be significantly reduced (Warren et al. 1983 ) and diabetes has been reported to decrease testosterone production by the Leydig cells of the testes (Murray et al. 1981) . No direct correlation between serum testosterone and the effet of diabetes on drug metabolism has, however, been made. The link between the two remains, therefore, speculative.
In our own work on the hormonal control of drug metabolism, we have found that androgens do not exert a direct effect on the liver but have an indirect action via the hypothalamo-pituitary axis (Skett & Gustafsson 1979) . It is most likely that the sex differences in drug metabolism in the rat are controlled by the secretory patterns of growth hormone and, thus, indirectly by other hormones (Gustafsson et al. 1980) . It 
